Key indicators: single-crystal X-ray study; T = 100 K; mean (C-C) = 0.002 Å; R factor = 0.025; wR factor = 0.074; data-to-parameter ratio = 18.1.
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Introduction
The aryl isoxazole amides (AIMs) (Han et al., 2009; Gajewski et al., 2009 ) have significant activity in the National Cancer Institutes 60 cell line screen (Kohn et al., 2012; Shoemaker et al., 2006) comparable to several agents in general medical practice, such as fluorouridine and bleomycin. Our working hypothesis for developing the structure activity relationship (SAR) of AIMs to improve their anti-tumor efficacy is focused on the quadruplex DNA conformations (Balasubramanian et al., 2011; Neidle, 2012) . To more accurately inform our G-4 -small molecule docking studies, we rely on crystallographic determinations of AIMs.
Experimental

Synthesis and crystallization
To a suspension of anthracene-9-carbaldehyde (10.0 g, 48.49 mmol; Sigma-Aldrich, 97%) in THF:Ethanol:H2O (135 mL:67.5 mL:67.5 mL) was dissolved sodium acetate (3.5 eq., 13.92 g, 169.7 mmol) and hydroxylamine hydrochloride (2 eq, 6.7387 g, 96.974 mmol). The reaction was covered and let stir at room temperature until TLC showed no starting material remained (ca. 96 hours). The solution was then transferred to a separatory funnel and washed 4 x 350 mL Brine and the combined aqueous layers washed 2x100 mL CHCl 3 , dried over sodium sulfate, filtered, and the solvent removed under vacuum to yield anthracene-9-carbaldehyde oxime (99%). The anthracene-9-carbaldehyde oxime (10.516 g, 47.53 mmol) was taken up in 200 mL of chloroform at room temperature, to which solution was added pyridine (10 mol%, 0.38 mL) and recrystallized NCS (1.1 eq., 7.197 g, 52.28 mmol). The solution brought to 40°C for three hours then cooled to room temperature. The organic layer was washed with 4x450 mL Brine and 4x300 mL H 2 O, then the aqueous layer washed with 2x300 mL CHCl 3 , dried with sodium sulfate, filtered, and the solvent removed under reduced pressure to yield the nitrile oxide. The intermediate was purified only through extractive isolation using brine and CHCl 3 and taken on to the next reaction as is. To a solution of the nitrile oxide in absolute ethanol (230 mL) was added 1.4 equivalents of ethylacetoacetate. In a separate flask was added 115 mL absolute ethanol and 2.341 g Na(s). Once the sodium dissociation had completed, the warm solution was added to the nitrile oxide and the mixture was allowed to stir at room temperature under argon for 20 hours until TLC in 4:1 Hex/EtOAc revealed all nitrile oxide had been consumed. Finally, the ethanol was removed via rotary evaporation and the solid chromatographed using 4:1 Hex/EtOAc (R f =0.56). Ethyl 3-(anthracen-9-yl)-5-methylisoxazole-4-carboxylate. Yield 97%. Ethyl 3-(anthracen-9-yl)-5-methylisoxazole-4-carboxylate (4.88 g, 14.73 mmol) was taken up in 80 mL DMF to which was added a solution of recrystallized N-Bromosuccinamide (NBS) (1.1 eq, 2.884 g, 16.203 mmol) dissolved in 80 mL DMF. The solution was brought to 40°C and let stir for 5 hours where upon the solution was poured into 1200mL ice/water which was allowed to stir for 2 hours, in which the product precipitated out. Product was filtered, dissolved in 28, 161.23, 160.21, 131.31, 130.01, 128.03, 127.04, 126.50, 125.87, 125.18, 123.62, 111.40, 60.14, 13.41, 12.89 . Spectral data are in accord with those reported previously (Han et al., 2003) , the crystals were obtained by slow evapotation from a methylene chloride and heptane solution.
Refinement
All H atoms were placed at geometrically calculated positions and included in the refinement in the riding model approximation, with C-H lengths of 0.95 (aromatic CH), 0.98 (CH 3 ) and 0.99 (CH 2 ) Å. Idealized methyl groups were refined as rotating groups. U iso of the H atoms was set at 1.5U eq of the parent C atom for the methyl group and at 1.2U eq for the remaining H atoms.
Results and discussion
The aryl isoxazole amides (AIMs) (Han et al., 2009; Gajewski et al., 2009 ) have significant activity in the National Cancer Institutes 60 cell line screen, (Kohn et al., 2012; Shoemaker, 2006) comparable to several agents in general medical practice, such as fluorouridine and bleomycin. Our working hypothesis for developing the structure activity relationship (SAR) of AIMs to improve their anti-tumor efficacy is focused on the quadruplex DNA conformations (Balasubramanian et al., 2011; Neidle et al., 2012) . To more accurately inform our G-4 -small molecule docking studies, we rely on crystallographic determinations of AIMs. In previous studies we have determined that the dihedral angle between the isoxazole and the C-3 aryl is approximately orthogonal (Mosher et al., 1996; Li et al., 2008 The molecular structure of titled compound, with atom labels and 50% probability displacement ellipsoids for non-H atoms. 
